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Abstract 
Objective: Treatment with most antipsychotics is associated with an increased risk of weight 
gain and metabolic disturbances. In a randomized trial, we previously demonstrated that 16 
weeks of glucagon-like peptide-1 receptor agonist liraglutide treatment vs. placebo 
significantly reduced glucometabolic disturbances and body weight in prediabetic, 
overweight/obese schizophrenia-spectrum disorder patients treated with clozapine or 
olanzapine. The aim of this study was to investigate whether the beneficial effects of the 16-
week intervention were sustained beyond the intervention period. 
 
Method: One year after completion of the intervention, we investigated changes in body 
weight, fasting glucose, glycated hemoglobin, C-peptide and lipids comparing one-year 
follow-up levels to end of treatment (week 16) and baseline (week 0) levels.  
 
Results: From end of treatment to the one-year follow-up, body weight had increased in the 
liraglutide-treated group. However, compared to baseline levels, the placebo-subtracted body 
weight loss remained significantly reduced (-3.8 kg, 95% CI: -7.3 to -0.2, P = 0.04). Fasting 
glucose, glycated hemoglobin, C-peptide and lipids had each returned to baseline levels one 
year after stopping liraglutide.  
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Conclusion: The body weight reduction during 16 weeks of liraglutide treatment was 
partially sustained one year after the intervention was completed. However, the 
improvements in other metabolic parameters returned to baseline levels. 
 
Keywords 
Clozapine, olanzapine, liraglutide, GLP-1, overweight, prediabetes, schizophrenia 
 
Significant Outcomes 
 One year after the end of intervention, body weight reduction was still partially and 
significantly sustained in the liraglutide-treated group. 
 Twelve patients in the liraglutide group and six patients in the placebo group 
developed overt type 2 diabetes (29.3% vs. 13.0%, P = 0.07). 
 All other metabolic parameters, i.e. fasting plasma glucose, glycated hemoglobin, C-
peptide and lipid profile, had returned to baseline levels one year after cessation of the 
liraglutide treatment. 
 
Limitations 
 The dropout rate at the one-year follow-up was 8.3%, thus reducing the statistical 
power. 
 No restrictions of changes in medication, e.g., antidiabetic and antipsychotic 
medications, were enforced during the one-year naturalistic follow-up period. 
 When determining the development of type 2 diabetes, elevated fasting plasma 
glucose levels or HbA1c levels were not confirmed by a second measurement as 
recommended by the American Diabetes Association. 
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Introduction 
Patients with schizophrenia have a reduced life expectancy of 20 years compared to the 
background population (1). The reduced life expectancy is mainly due to an increased 
prevalence of cardiovascular morbidity most likely caused by an interaction between genetic, 
life style and treatment factors, including antipsychotic side effects (2–7). The second-
generation antipsychotics clozapine and olanzapine are two of the most effective compounds 
in the treatment of schizophrenia (8–13), but compared to other antipsychotics, these 
compounds also induce the greatest body weight gain and confer the highest risk of metabolic 
disturbances (2–7). Therefore, patients with schizophrenia treated with antipsychotics, 
particularly clozapine or olanzapine, are at increased risk of developing overweight/obesity, 
metabolic abnormalities, type 2 diabetes (T2D) and consequently cardiovascular disease (2–
7,14–17). 
 
In antipsychotic-treated patients, only modest or no reductions in cardiovascular risk factors 
have been reported with lifestyle interventions, e.g. diet, exercise and reduction of alcohol 
and tobacco consumption (18–20). Similarly, only modest effects on impaired glucose 
tolerance and overweight have been reported with several different pharmacological 
interventions (21–25). The most consistent results have been reported for metformin, which is 
the first-line treatment option for T2D (26). Metformin has been shown to induce a small 
body weight reduction of approximately 3 kg in antipsychotic-treated patients (21–25). Thus, 
an urgent need for novel treatment strategies still exists. 
 
Recently, pharmacological intervention with incretin-based therapies used for treatment of 
T2D and obesity has been suggested for treatment of antipsychotic-treated patients (27,28). 
Glucagon-like peptide-1 (GLP-1) is an incretin hormone, which is secreted from the small 
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intestine in response to nutrients. GLP-1 increases insulin secretion from the beta cells and 
decreases glucagon secretion from the alpha cells of the pancreas (29,30), resulting in 
increased glycemic control. In addition, GLP-1 has an inhibitory effect on gastric emptying, 
appetite and food intake and can induce body weight reduction (31). Liraglutide is a GLP-1 
receptor agonist (GLP-1RA) with 97% homology to naturally occurring GLP-1 (29), 
administered once-daily as a subcutaneous injection. 
 
Several studies have shown beneficial effects of liraglutide treatment on glucose metabolism 
and excess body weight in non-psychiatric patients with or without prediabetes or T2D (32–
38). Previously, we reported that 16 weeks of treatment with liraglutide vs. placebo in 
overweight or obese patients with prediabetes and a schizophrenia-spectrum disorder on 
stable treatment with olanzapine or clozapine improved glucose tolerance and metabolic 
disturbances and induced a placebo-subtracted mean body weight reduction of 5.3 kg (weight 
reduction of 5.2 in the treatment group vs. a weight gain of 0.5 in the placebo group) (39). 
Two other randomized clinical trials also evaluated a GLP-1RA, exenatide 2 mg s.c. once-
weekly, in patients with schizophrenia or schizo-affective disorder treated either with 
clozapine (40,41) or a mixture of antipsychotics (41–43). One study showed a significant 
weight reduction of 5.3 kg in the treatment group vs. 1.1 kg in the placebo group (P = 0.02) 
(40), while the other one did not show any difference (2.2 kg in the treatment group vs. 2.2 kg 
in the placebo group, P = 0.98) (42,43). However, to what degree the statistically significant 
and clinically meaningful improvements observed during active liraglutide treatment are 
sustained after liraglutide is stopped is unknown.   
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Aims of the study 
To investigate whether 16 weeks of treatment with liraglutide has sustained effects on body 
weight and glucometabolic disturbances in prediabetes patients with schizophrenia-spectrum 
disorder on stable treatment with clozapine or olanzapine.  
 
Materials and Methods 
Overview 
A 16-week, randomized, double-blinded, placebo-controlled trial with liraglutide was 
conducted from May 1, 2013, to February 25, 2016, at two psychiatric centers in Denmark. 
The study enrolled overweight/obese patients with prediabetes, diagnosed with a 
schizophrenia-spectrum disorder and treated with clozapine or olanzapine (39). One year 
after the patients had completed the intervention, they were invited back for a one-year 
follow-up visit. The follow-up visit was completed with the last patient’s last visit on March 
14, 2017. The study was approved by the local ethics committees and the Danish Health 
Authority. All patients provided oral and written consent before entering the study. The trial 
was conducted in accordance with the Declaration of Helsinki and Good Clinical Practice. On 
the informed consent form, patients were informed that the blinding would be maintained 
until last patients last visit (LPLV) and until the statistical analyses had been performed for 
the intervention period (week 0 to week 16). As the recruitment period was quite extensive, 
lasting from May 2013 to November 2016, LPLV was not accomplished before February 
2016. Consequently, the majority of the patients had already attended their one-year follow-
up (week 68) before LPLV was completed, and therefore, we decided to extend the blinding 
of the few remaining patients to increase the trial validity. Importantly, no patients asked to 
be unblinded before the end of the one-year follow-up, and all patients did receive promptly 
notification, as soon as their one-year follow-up (week 68) was completed. 
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Previous details of the study protocol have been published (ClinicalTrials: NCT01845259) 
(44). 
 
Study Population 
Patients enrolled in the clinical trial were between 18 and 65 years old, diagnosed with a 
schizophrenia-spectrum disorder (schizoaffective disorder excluded) according to the 
International Classification of Diseases 10
th
 edition (ICD-10) (45) or the Diagnostic and 
Statistical Manual of Mental Disorders 4
th
 edition (DSM-IV) (46), and were treated with 
either clozapine or olanzapine for at least 6 months without any change of dose at least 30 
days prior to inclusion. Additionally, the enrolled patients had prediabetes (44) and were 
overweight or obese with a body mass index (BMI) ≥27 kg/m
2
 at baseline (week 0). 
Prediabetes was defined as either impaired fasting plasma glucose (IFG) (fasting plasma 
glucose level between 6.1 mmol/l and 6.9 mmol/l), elevated glycated hemoglobin (HbA1c, 
between 43 mmol/mol and 47 mmol/mol) or impaired glucose tolerance (IGT) (two-hour 
plasma glucose above 7.8 mmol/l during a 75-g oral glucose tolerance test (OGTT). Key 
exclusion criteria were type 1 diabetes and T2D, other serious somatic illnesses and treatment 
with glucose-lowering drugs.  
 
Procedure 
Included patients in the efficacy study were randomly assigned to receive either liraglutide 
(starting dose of 0.6 mg which was up-titrated to 1.8 mg during the initial two weeks) or 
placebo administrated subcutaneously once-daily for 16 weeks. At baseline (week 0) and 
every four weeks until the end of treatment (week 16), and at the one-year follow-up (week 
68), fasting blood samples for plasma glucose, HbA1c, C-peptide, lipid profile and liver 
function were collected, and body weight, waist circumference and blood pressure were 
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measured. At these timepoints, rating scales, i.e., quality of life, severity of psychiatric 
illness, daily functioning and alcohol consumption, were also performed using the 
Schizophrenia Quality of Life Scale (SQLS) (47), the Clinical Global Impression Scale – 
severity (CGI-S) (48), Global Assessment of Function (GAF) (49), and the Alcohol Use 
Disorders Identification Test (AUDIT) (50), respectively.  
 
Changes in medication, psychiatric and somatic diagnoses, and diet and exercise habits were 
recorded throughout the 16-week trial and at the one-year follow-up. Treatment between 16 
and 68 weeks was by clinician’s choice and naturalistic. Tobacco and alcohol use were 
recorded at baseline and the one-year follow-up visit. 
 
Endpoints 
Endpoints were the proportion of patients who developed overt T2D (defined as fasting 
plasma glucose 7 mmol/l or HbA1c 48 mmol/mol or a random glucose measurement 11.0 
mmol/l in a patient with classic symptoms of hyperglycemia (51)) or treatment with 
antidiabetic medication (because of development of T2D diagnosed by a general practitioner) 
and changes in fasting plasma glucose, HbA1c, C-peptide, insulin resistance, beta cell 
function and insulin sensitivity estimated by the homeostasis model assessment 2 (HOMA-2), 
lipid profile, liver function, body weight, waist circumference and blood pressure. Also, 
quality of life, severity of psychiatric illness, daily functioning and alcohol consumption were 
evaluated. The endpoints were evaluated from end of treatment (week 16) to the one-year 
follow-up (week 68) and from baseline (week 0) to the one-year follow-up (week 68). 
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Statistical Analysis 
Analyses were performed using SAS 9.4 with alpha set at 0.05 and two-sided testing. A 
modified intention-to-treat principle was used, supplemented with a per-protocol sensitivity 
analysis. Patients who received at least one dose of liraglutide or placebo and who had at 
least one assessment after baseline were included in the analyses (n=96). Baseline 
observations were analyzed using one-way analysis of variance and 
2
 test for continuous and 
categorical variables, respectively. The categorical variables, i.e., proportion of patients 
developing T2D, were analyzed using 
2 
test. Continuous outcomes were analysed using a 
mixed model of repeated measurements, including age, sex, baseline BMI, baseline illness 
severity and duration and treatment with clozapine, olanzapine, both or none of them as fixed 
effects as well as the baseline value of the relevant variable as a covariate. 
 
Results 
One-hundred-and-three patients were included in the study and randomised at baseline to 
receive either liraglutide or placebo. The randomization resulted in comparable groups at 
baseline (supplementary Tables S1 and S2) (39). In total, 96 patients completed the 16 weeks 
of treatment (liraglutide group 88.5% vs. placebo group 98.0%) (Figure 1). 
 
One year after end of treatment (68 weeks from baseline), 88 of the 96 patients completed the 
follow-up visit (liraglutide group 89.1% vs. placebo group 94.0%); 7 of the 96 patients 
declined to attend the one-year visit and one patient had died (cause unknown) (Figure 1). 
Additionally, one patient had received an intensive lifestyle intervention during 
hospitalisation in a foreign country after completion of the trial, which resulted in a body 
weight reduction of 112 kg (from 215 to 102 kg). The patient was excluded as an outlier from 
further analyses (Figure 1). Thirteen patients who, at the one-year follow-up, had been treated 
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with antidiabetic medication (n=9) or who had discontinued treatment with antipsychotic 
medication (n=4) were excluded from the per-protocol analysis (Table S5).  
 
Baseline (week 0) to End of Treatment (week 16) 
As previously reported, compared to placebo, 16 weeks of treatment with liraglutide resulted 
in significant improvements in glucose tolerance and glycemic control (measured by OGTT, 
fasting plasma glucose and HbA1c), increased beta cell function (calculated by HOMA-2), 
and reduction in total cholesterol and low-density lipoprotein (LDL). Additionally, a body 
weight reduction of 5.3 kg and reductions in waist circumference and visceral fat (evaluated 
by DXA (Dual energy X-ray absorptiometry) scan) were reported (Table S1) (39). One 
patient in the placebo group developed T2D between weeks 12 and 16 (Table S3). 
 
No difference between the liraglutide group and the placebo group was observed in the scores 
in the psychiatric rating scales (Table S1). 
 
End of Treatment (week 16) to One-year Follow-up (week 68) 
During the period from end of treatment (week 16) to the one-year follow-up (week 68), 12 
patients from the liraglutide group and five from the placebo group (29.3% vs. 10.9%) had 
developed T2D (Table 2). Of these, four and three patients respectively had been diagnosed 
before follow-up and had already initiated treatment with metformin (Table S3). 
Additionally, one patient from each group had started liraglutide treatment for obesity. 
 
Two patients from the liraglutide group and one from the placebo group had changed 
treatment with clozapine or olanzapine to other antipsychotics, whereas one patient from the 
liraglutide group had stopped all antipsychotic treatment (Tables S4 and S5). 
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After cessation of treatment, the liraglutide group (within-group analyses) had a significant 
increase in body weight, BMI, waist circumference, LDL and high-density lipoprotein (HDL) 
(Table 1). No changes were observed in the placebo group except for a small increase in 
HDL and a decrease in GAF (Table 1). Compared to placebo (between-group analyses), the 
liraglutide group developed poorer glucometabolic control, i.e., increased HbA1c (3.6 
mmol/mol (95% CI 1.6 to 5.6 mmol/mol), P = 0.0005), fasting plasma glucose (relative 
change 1.13 (95% CI 1.06 to 1.21), P = 0.0005) and total cholesterol (relative change 1.08 
(95% CI 1.01 to 1.16), P = 0.02), as well as a decrease in beta cell function (relative change 
0.78 (95% CI 0.68 to 0.89), P = 0.0004) (Table 2).  
 
Baseline (week 0) to One-year Follow-up (week 68) 
Compared to the placebo group (between-group analyses), the liraglutide group maintained a 
significant body weight loss of 3.8 kg (P = 0.04) and a reduction in BMI of 1.6 kg/m
2
 (P = 
0.02) from baseline to one-year follow-up (Table 2). Data from the per-protocol analysis was 
consistent with these results (Tables S6 and S7). 
 
No difference in the number of patients developing T2D was found between the two groups, 
as 12 patients in the liraglutide group (29.3%) compared to six patients in the placebo group 
(13.0%) developed T2D (odds ratio 2.76 (95% CI 0.93 to 8.21), P = 0.07) from baseline to 
the one-year follow-up. No difference was found between the liraglutide group and the 
placebo group from baseline to one-year follow-up in fasting plasma glucose, HbA1c, C-
peptide, HOMA-2 measurements, lipids, liver parameters, waist circumference or blood 
pressure (Table 2). Changes in the dose of clozapine and olanzapine were not statistically 
different between the two groups, nor was the switch from one type of antipsychotic 
medication to another (Table S4). 
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Discussion 
At the one-year follow-up (week 68), the originally liraglutide-treated group experienced an 
increase in body weight from end of liraglutide treatment (week 16). Nonetheless, the 
placebo-subtracted body weight reduction obtained during the 16-week intervention period 
was partially sustained during the follow-up period and, hence, the net body weight reduction 
was still statistically significant compared to baseline.  
 
From baseline (week 0) to one-year follow-up (week 68), 12 patients in the liraglutide group 
(29.3%) and six patients in the placebo group (13.0%) developed overt T2D. Even though the 
incidence was numerically more than double in the liraglutide group compared to the placebo 
group, the patient population was small and no statistically significant difference was found. 
Moreover, T2D diagnosed solely based on one elevated blood test (fasting plasma glucose or 
HbA1c), was not confirmed by a second measurement as suggested by the American 
Diabetes Association (51), further limiting the conclusions that can be drawn from a finding 
that is counterintuitive also when considering the overall sustained body weight advantages in 
the liraglutide group. 
 
The results of the one-year-follow-up indicate that a liraglutide-intervention period of 16 
weeks is insufficient to inhibit development of T2D from prediabetes. At the one-year follow-
up (week 68), levels of fasting plasma glucose, HbA1c, cholesterol and amylase had returned 
to the pre-intervention baseline levels without any statistical differences between the 
liraglutide and the placebo group.  
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Strengths of the present study include the long follow-up period of one year, and the 
extension of the blinding of treatment from week 16 to week 68 for all patients included in 
this analysis. Moreover, the dropout rate was low in both the intervention period and the 
follow-up period, with 89.6% completing the one-year follow-up visit. Despite the fact that 
metabolic disturbances and body weight gain are observed in patients treated with several 
types of antipsychotics (2–7,14,15), only patients on stable treatment with clozapine or 
olanzapine were enrolled in this randomized clinical trial. On the one hand, including only 
this selected group of patients limits the trial’s generalizability. On the other hand, these 
antipsychotics were chosen because they are known to cause the greatest body weight gain 
and metabolic abnormalities, thus conferring an even greater risk of cardiovascular morbidity 
and mortality (4–7,16,17). 
 
Limitations of this study include that antipsychotic medications were not stable in all patients. 
However, changes in dose of clozapine and olanzapine were not different between groups. 
Only three patients discontinued treatment with clozapine or olanzapine (but continued 
treatment with other antipsychotic medication), and only one patient stopped all antipsychotic 
treatment. Moreover, the per-protocol analysis was consistent with the intent-to-treat results. 
Further, T2D was defined according to the American Diabetes Association’s criteria: fasting 
plasma glucose 7 mmol/l, HbA1c 48 mmol/mol or a random glucose measurement 11.0 
mmol/l in a patient with classic symptoms of hyperglycemia (51) or if the patient’s general 
practitioner had diagnosed the patient with T2D and initiated antidiabetic medication. 
However, if T2D was diagnosed solely based on one elevated blood test, it was not confirmed 
by a second measurement, which is recommended by the guidelines. Although at the one-
year follow-up, the body weight and BMI remained partially reduced, waist circumference 
was back to baseline and we lacked sophisticated assessments of body fat distribution. 
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Nevertheless, the partial body weight loss found at the one-year follow-up is still clinically 
relevant because even a modest persistent reduction in body weight can help delay the 
progression from prediabetes to T2D (52,53).  
 
Hence, the findings of this study are consistent with other studies investigating the effects of 
liraglutide after cessation of treatment in non-psychiatric overweight/obese, prediabetes or 
T2D patients (32,36,54). These studies have collectively demonstrated no sustained effect on 
glucose homeostasis after cessation of treatment but a partially sustained reduction in body 
weight up to 12 weeks after end of treatment (32,36,54). In the present study, the follow-up 
period was much longer (52 weeks) and even then, a partial body weight loss was sustained, 
which could indicate a more durable effect in antipsychotic-treated patients. However, since 
the body weight reduction was only partial, the results suggest that patients treated with 
antipsychotic medications will need persistent, long-term GLP-1RA treatment to maintain 
improvements in metabolic parameters. 
 
Liraglutide has not been detected to cause drug interactions with antipsychotic medication 
used for schizophrenia (55), and in this study no change in CGI-S or SQLS was found during 
the intervention period (39) nor at the follow-up. 
 
It would be of interest to evaluate the cost-effectiveness of liraglutide in patients with 
prediabetes. Several studies have evaluated the cost-effectiveness of liraglutide to other types 
of GLP-1RAs, dipeptidyl peptidase-4 (DPP-4) inhibitors and/or sulphonylureas in patients 
with T2D (56–58), but no studies evaluating the cost-effectiveness of liraglutide in 
prediabetic patients have been published to the best of our knowledge. 
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Patients treated with antipsychotic medications are known to have a reduced life-expectancy 
mainly due to cardiovascular disease (16), and therefore GLP-1RAs could offer an attractive 
new treatment option. While liraglutide is administered as a once-daily injection, which may 
limit the compliance and widespread use in clinical practise, several once-weekly GLP-1RAs 
are already on the market, which might be more suitable for psychiatric patients instead of 
daily injections (40,59).  
 
However, the effects of other available GLP-1RAs, e.g. the once-weekly exenatide, need 
further investigation, as one study treating overweight/obese antipsychotic-treated patients 
with exenatide only found a significant difference in plasma glucagon when compared to 
placebo (42,43). 
 
Additionally, the long-term use of other pharmacological interventions needs to be further 
elucidated. Metformin in antipsychotic-treated patients has demonstrated varying effects on 
dysglycemia and excess body weight (21–25), with a non-significant reduction in fasting 
plasma glucose and an average body weight loss of approximately 3 kg (21–25). However, 
potential long-term effects on excess body weight and prediabetes status after cessation of 
metformin in antipsychotic-treated patients remain largely unknown. 
 
In conclusion, although the body weight reduction was diminished during the follow-up 
period, the liraglutide-treated group still retained a significant body weight reduction at the 
one-year follow-up visit compared to the placebo group. In contrast, the improvements in 
other glucometabolic parameters, e.g. fasting plasma glucose, HbA1c and lipid levels, had 
returned to pre-intervention baseline levels, and no significant difference in the proportion of 
patients developing T2D was found. Taken together, these findings suggest that 
A
cc
ep
te
d
 A
rt
ic
le
This article is protected by copyright. All rights reserved. 
overweight/obese patients with schizophrenia and prediabetes who are treated with 
olanzapine or clozapine should receive long-term treatment with liraglutide in order to uphold 
the achieved cardiometabolic benefits. 
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Figure 1: Flowchart 
 
 
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Assessed for eligibility 
(n=214) 
Excluded (n=111) 
 Not meeting inclusion criteria (n=86) 
 Declined to participate (n=23) 
 Other reasons (e.g. too severe degree of 
mental illness) (n=2) 
Allocated to liraglutide (n=52) 
 Received liraglutide intervention (n=52) 
 Discontinuation of liraglutide intervention before first 
follow-up (n=3): 
Excluded: 
Thyrotoxicosis at baseline (n=1) 
Dropouts or lost to follow-up: 
Worsening of mental illness (n=1), death (n=1) 
 
 Discontinuation after first follow-up (n=3): 
Excluded: 
       Wrong diagnosis (schizoaffective disorder) (n=1), 
       noncompliance with antipsychotic medication (n=1), 
       reduction in clozapine dose of 
       40% after third follow-up (n=1) 
Dropouts or lost to follow-up (n=0) 
Randomized (n=103) 
Allocated to placebo (n=51) 
 Received placebo intervention (n=51) 
 Discontinuation of placebo intervention before first 
follow-up (n=1): 
Excluded (n=0) 
 
Dropouts or lost to follow-up: 
       Cholecystolithiasis (n=1) 
 
 Discontinuation after first follow-up (n=0): 
Excluded (n=0) 
 
Dropouts or lost to follow-up (n=0) 
 
 
Completed 16 weeks of treatment (n=46) 
One-year Follow-up (n=41) 
 
Excluded in the intention-to-treat analysis (n=0) 
 
Dropouts or lost to follow-up: 
      Declined to participate (n=5) 
Completed 16 weeks of treatment (n=50) 
One-year Follow-up (n=46) 
 
Excluded in the intention-to-treat analysis 
       Hospitalization resulting in body weight reduction 
       of 112 kg (n=1) 
Dropouts or lost to follow-up: 
       Declined to participate (n=2), dead (n=1) 
 
 
Dropouts or lost to follow-up: 
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Table 1: Changes in the two treatment groups throughout the study period 
 End of Treatment to One-year Follow-up 
(week 16 to 68) 
Baseline to One-year Follow-up 
(week 0 to 68) 
 
Outcome Liraglutide 
(n=41) 
P value Placebo 
(n=46) 
P value Liraglutide 
(n=41) 
P value Placebo 
(n=46) 
P value 
Anthropometric and blood 
pressure parameters 
        
Weight, kg 2.4 ± 1.0 0.02 -0.3 ± 1.2 0.83 -2.4 ± 1.1 0.03 0.1 ± 1.3 0.94 
BMI, kg/m2 0.9 ± 0.3 0.006 0.1 ± 0.5 0.84 -0.7 ± 0.4 0.05 0.2 ± 0.5 0.71 
Waist circumference, cm 3.3 ± 1.0 0.002 -0.03 ± 1.2 0.98 -0.8 ± 1.1 0.51 0.4 ± 1.02 0.66 
Systolic BP, mmHg -0.6 ± 2.3 0.81 0.6 ± 1.7 0.74 -2.04 ± 1.8 0.27 1.7 ± 1.9 0.38 
Diastolic BP, mmHg 1.6 ± 1.5 0.30 1.9 ± 1.3 0.14 2.1 ± 1.6 0.21 4.3 ± 1.3 0.002 
Glucose metabolism         
Development of T2D, n (%) 12 (29.3)  5 (10.9)  12 (29.3)  6 (13.0)  
Hemoglobin A1c, mmol/mol 3.5 ± 0.8 <0.0001 -0.4 ± 0.4 0.43 1.2 ± 0.7 0.09 0.4 ± 0.5 0.43 
Fasting glucose 1.13 ± 1.02 <0.0001 0.99 ± 1.02 0.57 1.01 ± 1.02 0.59 0.98 ± 1.02 0.31 
C-peptide 0.94 ± 1.05 0.18 0.97 ± 1.04 0.39 0.99 ± 1.04 0.73 0.93 ± 1.04 0.11 
Insulin resistance a 0.99 ± 1.05 0.63 0.97 ± 1.04 0.64 1.01 ± 1.04 0.93 0.93 ± 1.05 0.21 
Beta cell function a 0.77 ± 1.04 <0.0001 0.98 ± 1.04 0.22 0.99 ± 1.04 0.56 0.97 ± 1.04 0.10 
Insulin sensitivity a 1.02 ± 1.05 0.70 1.02 ± 1.04 0.64 1.01 ± 1.04 0.88 1.07 ± 1.05 0.21 
Lipid parameters         
Total cholesterol 1.07 ± 1.02 0.003 1.01 ± 1.02 0.67 0.97 ± 1.02 0.11 0.99 ± 1.02 0.50 
LDL, mmol/l 0.2 ± 0.1 0.008 0.003 ± 0.08 0.97 -0.1 ± 0.1 0.15 -0.05 ± 0.1 0.54 
HDL 1.06 ± 1.03 0.05 1.07 ± 1.03 0.01 0.97 ± 1.03 0.87 1.06 ± 1.03 0.04 
VLDL 1.04 ± 1.10 0.61 0.82 ± 1.05 0.26 0.98 ± 1.08 0.68 0.80 ± 1.09 0.04 
Triglycerides 1.02 ± 1.06 0.74 0.93 ± 1.05 0.24 0.89 ± 1.08 0.05 0.90 ± 1.09 0.13 
Liver parameters         
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 End of Treatment to One-year Follow-up 
(week 16 to 68) 
Baseline to One-year Follow-up 
(week 0 to 68) 
 
Outcome Liraglutide 
(n=41) 
P value Placebo 
(n=46) 
P value Liraglutide 
(n=41) 
P value Placebo 
(n=46) 
P value 
ALT 1.00 ± 1.08 0.94 1.06 ± 1.06 0.29 0.88 ± 1.09 0.07 0.96 ± 1.06 0.55 
AST 0.98 ± 1.07 0.65 0.99 ± 1.03 0.74 0.94 ± 1.05 0.18 0.93 ± 1.04 0.07 
Alkaline phosphatase 1.03 ± 1.03 0.20 1.04 ± 1.02 0.12 0.97 ± 1.03 0.27 1.01 ± 1.02 0.83 
Amylase 0.88 ± 1.04 0.001 1.10 ± 1.05 0.06 1.11 ± 1.03 0.001 1.08 ± 1.04 0.06 
Psychiatric Rating Scales         
SQLS - Psychosocial b 5.3 ± 3.5 0.14 5.2 ± 2.6 0.05 3.5 ± 2.8 0.22 2.7 ± 2.8 0.35 
SQLS - Motivation and energy b 1.4 ± 3.0 0.65 -5.03 ± 2.9 0.09 -0.09 ± 3.1 0.98 -5.9 ± 3.4 0.09 
SQLS - Side effects b 4.7 ± 4.0 0.25 1.5 ± 2.8 0.58 -0.8 ± 3.3 0.81 -1.0 ± 2.8 0.73 
CGI - Severity c -0.09 ± 0.1 0.51 0.2 ± 0.1 0.05 -0.09 ± 0.1 0.53 0.3 ± 0.1 0.02 
GAF d -1.2 ± 0.9 0.21 -3.2 ± 1.3 0.02 -1.5 ± 1.0 0.15 -2.4 ± 1.0 0.02 
AUDIT e 1.17 ± 1.14 0.25 1.15 ± 1.12 0.22 1.11 ± 1.19 0.55 0.90 ± 1.12 0.37 
Abbreviations: ALT, alanine aminotransferase; AST aspartate aminotransferase; AUDIT, Alcohol Use Disorders Identification Test; BMI, body mass index; BP, blood 
pressure; CGI-Severity, Clinical Global Impressions Scale severity score; GAF, Global Assessment of Functioning scale; HDL, high-density lipoprotein; LDL, low-
density lipoprotein; SQLS, Schizophrenia Quality of Life Scale; T2D, type 2 diabetes; VLDL, very low-density lipoprotein. 
 
For fasting glucose, C-peptide, insulin resistance, beta cell function, insulin sensitivity, total cholesterol, HDL, VLDL, triglycerides, liver parameters and AUDIT, the 
changes are based on logarithmically transformed data because of skewed distributions and therefore presented as relative changes. 
 
a Estimated using HOMA2 measures. 
b Scores range from 0 to 100, with higher scores indicating poorer quality of life. 
c Scores range from 0 to 7, with higher scores indicating higher illness severity. 
d Scores range from 0 to 100, with higher scores indicating a higher function of daily living. 
e Scores range from 0 to 40, with higher scores indicating a higher alcohol use.
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Table 2: Estimated difference between treatment groups 
 End of Treatment to One-year 
Follow-up (week 16 to 68) 
Baseline to One-year Follow-up 
(week 0 to 68) 
 
Outcome Liraglutide vs. Placebo 
(95% CI) 
P value Liraglutide vs. Placebo 
(95% CI) 
P value 
Anthropometric and blood 
pressure parameters 
    
Weight, kg 1.5 (-1.8 to 4.7)  0.38 -3.8 (-7.3 to -0.2) 0.04 
Body mass index, kg/m2 0.2 (-1.0 to 1.4) 0.73 -1.6 (-2.8 to -0.3) 0.02 
Waist circumference, cm 1.2 (-1.8 to 4.2) 0.43 -2.7 (-6.0 to 0.6) 0.11 
Systolic BP, mmHg 1.5 (-5.2 to 8.2) 0.65 -3.3 (-8.3 to 1.6) 0.18 
Diastolic BP, mmHg 0.18 (-4.5 to 4.8) 0.94 -2.9 (-7.1 to 1.4) 0.18 
Glucose metabolism     
Development of T2D, odds ratio 3.31 (1.05 to 10.43) 0.06 2.76 (0.93 to 8.21) 0.07 
Hemoglobin A1c, mmol/mol 3.6 (1.6 to 5.6) 0.0005 1.3 (-0.5 to 3.2) 0.16 
Fasting glucose 1.13 (1.06 to 1.21) 0.0005 1.03 (0.97 to 1.10)  0.28 
C-peptide 0.96 (0.85 to 1.10) 0.57 1.09 (0.96 to 1.23) 0.17 
Insulin resistance a 1.00 (0.88 to 1.15) 0.95 1.11 (0.98 to 1.27) 0.11 
Beta cell function a 0.78 (0.68 to 0.89) 0.0004 1.01 (0.91 to 1.13) 0.82 
Insulin sensitivity a 1.00 (0.97 to 1.14) 0.96 0.91 (0.79 to 1.03) 0.14 
Lipid parameters     
Total cholesterol 1.08 (1.01 to 1.16) 0.02 1.00 (0.94 to 1.06) 0.94 
LDL, mmol/l -0.3 (-0.5 to 0.01) 0.06 -0.1 (-0.4 to 0.2) 0.51 
HDL 0.98 (0.90 to 1.07) 0.64 0.94 (0.87 to 1.03) 0.17 
VLDL 1.16 (0.91 to 1.48) 0.23 1.09 (0.88 to 1.37) 0.42 
Triglycerides 1.12 (0.91 to 1.38) 0.27 1.03 (0.85 to 1.25) 0.74 
Liver parameters     
ALT 0.93 (0.77 to 1.11) 0.40 0.87 (0.72 to 1.06) 0.16 
AST 0.98 (0.85 to 1.13) 0.81 0.97 (0.86 to 1.10) 0.64 
Alkaline phosphatase 0.98 (0.90 to 1.07) 0.63 0.95 (0.87 to 1.04) 0.26 
Amylase 0.82 (0.70 to 0.96) 0.02 1.03 (0.91 to 1.17) 0.65 
Psychiatric Rating scales     
SQLS - Psychosocial b -3.1 (-13.3 to 7.1) 0.54 -1.7 (-9.8 to 6.3) 0.67 
SQLS - Motivation and energy b -1.9 (-7.3 to 11.04) 0.68 -1.2 (-10.8 to 8.4) 0.80 
SQLS - Side effects b 3.8 (-7.8 to 15.4) 0.52 6.6 (-3.3 to 16.5) 0.19 
CGI - Severity c -0.4 (-0.8 to 0.05) 0.08 -0.5 (-0.9 to 0.01) 0.05 
GAF e 2.3 (-1.6 to 6.2) 0.24 0.5 (-2.9 to 3.9) 0.78 
AUDIT e 0.90  (0.59 to 1.37) 0.60 1.18 (0.76 to 1.84) 0.45 
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Abbreviations: ALT, alanine aminotransferase; AST aspartate aminotransferase; AUDIT, Alcohol Use Disorders 
Identification Test; BMI, body mass index; BP, blood pressure; CGI-Severity, Clinical Global Impressions Scale 
severity score; GAF, Global Assessment of Functioning scale; HDL, high-density lipoprotein; LDL, low-density 
lipoprotein; SQLS, Schizophrenia Quality of Life Scale; T2D, type 2 diabetes; VLDL, very low-density lipoprotein. 
For fasting glucose, C-peptide, insulin resistance, beta cell function, insulin sensitivity, total cholesterol, HDL, VLDL, 
triglycerides, liver parameters and AUDIT, estimated differences are based on logarithmically transformed data because 
of skewed distributions and therefore presented as relative changes. 
. 
 
a Estimated using HOMA2 measures. 
b Scores range from 0 to 100, with higher scores indicating poorer quality of life. 
c Scores range from 0 to 7, with higher scores indicating higher illness severity. 
d Scores range from 0 to 100, with higher scores indicating a higher function of daily living. 
e Scores range from 0 to 40, with higher scores indicating a higher alcohol use. 
 
 
A
cc
ep
te
d
 A
rt
ic
le
 
This article is protected by copyright. All rights reserved. 
References 
1.  Laursen TM, Nordentoft M, Mortensen PB. Excess early mortality in schizophrenia. Annu 
Rev Clin Psychol [Internet]. 2014 [cited 2016 Aug 19];10:425–48. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/24313570 
2.  Correll CU, Lencz T, Malhotra AK. Antipsychotic drugs and obesity. Trends Mol Med 
[Internet]. 2011 Feb [cited 2018 Jun 12];17(2):97–107. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/21185230 
3.  Henderson DC, Vincenzi B, Andrea N V, Ulloa M, Copeland PM. Pathophysiological 
mechanisms of increased cardiometabolic risk in people with schizophrenia and other severe 
mental illnesses. The lancet Psychiatry. 2015 May;2(5):452–64.  
4.  De Hert M, Detraux J, van Winkel R, Yu W, Correll CU. Metabolic and cardiovascular 
adverse effects associated with antipsychotic drugs. Nat Rev Endocrinol [Internet]. 2012 Feb 
[cited 2016 Oct 10];8(2):114–26. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/22009159 
5.  Vancampfort D, Stubbs B, Mitchell AJ, De Hert M, Wampers M, Ward PB, et al. Risk of 
metabolic syndrome and its components in people with schizophrenia and related psychotic 
disorders, bipolar disorder and major depressive disorder: a systematic review and meta-
analysis. World Psychiatry [Internet]. 2015 Oct [cited 2016 Oct 7];14(3):339–47. Available 
from: http://www.ncbi.nlm.nih.gov/pubmed/26407790 
6.  Correll CU, Detraux J, De Lepeleire J, De Hert M. Effects of antipsychotics, antidepressants 
and mood stabilizers on risk for physical diseases in people with schizophrenia, depression 
and bipolar disorder. World Psychiatry [Internet]. 2015 Jun [cited 2018 Jun 12];14(2):119–
36. Available from: http://doi.wiley.com/10.1002/wps.20204 
7.  Vancampfort D, Correll CU, Galling B, Probst M, De Hert M, Ward PB, et al. Diabetes 
mellitus in people with schizophrenia, bipolar disorder and major depressive disorder: a 
systematic review and large scale meta-analysis. World Psychiatry [Internet]. 2016 Jun [cited 
2016 Oct 15];15(2):166–74. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/27265707 
8.  Leucht S, Cipriani A, Spineli L, Mavridis D, Örey D, Richter F, et al. Comparative efficacy 
and tolerability of 15 antipsychotic drugs in schizophrenia: a multiple-treatments meta-
analysis. Lancet [Internet]. 2013 Sep [cited 2018 Jul 2];382(9896):951–62. Available from: 
http://linkinghub.elsevier.com/retrieve/pii/S0140673613607333 
9.  Howes OD, McCutcheon R, Agid O, de Bartolomeis A, van Beveren NJM, Birnbaum ML, et 
al. Treatment-Resistant Schizophrenia: Treatment Response and Resistance in Psychosis 
(TRRIP) Working Group Consensus Guidelines on Diagnosis and Terminology. Am J 
Psychiatry [Internet]. 2017 Mar 1 [cited 2018 Jul 2];174(3):216–29. Available from: 
http://ajp.psychiatryonline.org/doi/10.1176/appi.ajp.2016.16050503 
10.  Siskind D, McCartney L, Goldschlager R, Kisely S. Clozapine v. first- and second-
generation antipsychotics in treatment-refractory schizophrenia: systematic review and meta-
analysis. Br J Psychiatry [Internet]. 2016 Nov 2 [cited 2018 Jul 2];209(5):385–92. Available 
from: 
A
cc
ep
te
d
 A
rt
ic
le
 
This article is protected by copyright. All rights reserved. 
https://www.cambridge.org/core/product/identifier/S0007125000245406/type/journal_article 
11.  Land R, Siskind D, McArdle P, Kisely S, Winckel K, Hollingworth SA. The impact of 
clozapine on hospital use: a systematic review and meta-analysis. Acta Psychiatr Scand 
[Internet]. 2017 Apr [cited 2018 Jul 2];135(4):296–309. Available from: 
http://doi.wiley.com/10.1111/acps.12700 
12.  Vermeulen JM, van Rooijen G, van de Kerkhof MPJ, Sutterland AL, Correll CU, de Haan L. 
Clozapine and Long-Term Mortality Risk in Patients With Schizophrenia: A Systematic 
Review and Meta-analysis of Studies Lasting 1.1-12.5 Years. Schizophr Bull [Internet]. 2018 
Apr 25 [cited 2018 Jul 2]; Available from: 
https://academic.oup.com/schizophreniabulletin/advance-
article/doi/10.1093/schbul/sby052/4985581 
13.  Siskind D, Siskind V, Kisely S. Clozapine Response Rates among People with Treatment-
Resistant Schizophrenia: Data from a Systematic Review and Meta-Analysis. Can J 
Psychiatry [Internet]. 2017 Nov 28 [cited 2018 Jul 2];62(11):772–7. Available from: 
http://journals.sagepub.com/doi/10.1177/0706743717718167 
14.  Hennekens CH, Hennekens AR, Hollar D, Casey DE. Schizophrenia and increased risks of 
cardiovascular disease. Am Heart J [Internet]. 2005 Dec [cited 2016 Apr 12];150(6):1115–
21. Available from: http://www.ncbi.nlm.nih.gov/pubmed/16338246 
15.  Newcomer JW. Second-generation (atypical) antipsychotics and metabolic effects: a 
comprehensive literature review. CNS Drugs [Internet]. 2005 Jan [cited 2016 Feb 8];19 
Suppl 1:1–93. Available from: http://www.ncbi.nlm.nih.gov/pubmed/15998156 
16.  Correll CU, Solmi M, Veronese N, Bortolato B, Rosson S, Santonastaso P, et al. Prevalence, 
incidence and mortality from cardiovascular disease in patients with pooled and specific 
severe mental illness: a large-scale meta-analysis of 3,211,768 patients and 113,383,368 
controls. World Psychiatry [Internet]. 2017 Jun [cited 2018 Jul 2];16(2):163–80. Available 
from: http://doi.wiley.com/10.1002/wps.20420 
17.  Stubbs B, Koyanagi A, Veronese N, Vancampfort D, Solmi M, Gaughran F, et al. Physical 
multimorbidity and psychosis: comprehensive cross sectional analysis including 242,952 
people across 48 low- and middle-income countries. BMC Med [Internet]. 2016 Nov 22 
[cited 2018 Jul 2];14(1):189. Available from: 
http://bmcmedicine.biomedcentral.com/articles/10.1186/s12916-016-0734-z 
18.  Daumit GL, Dickerson FB, Wang NY, Dalcin A, Jerome GJ, Anderson CA, et al. A 
behavioral weight-loss intervention in persons with serious mental illness. N Engl J Med. 
2013/03/23. 2013;368(17):1594–602.  
19.  Caemmerer J, Correll CU, Maayan L. Acute and maintenance effects of non-pharmacologic 
interventions for antipsychotic associated weight gain and metabolic abnormalities: a meta-
analytic comparison of randomized controlled trials. Schizophr Res [Internet]. 2012 Sep 
[cited 2016 Jan 9];140(1–3):159–68. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/22763424 
20.  Speyer H, Christian Brix Nørgaard H, Birk M, Karlsen M, Storch Jakobsen A, Pedersen K, et 
al. The CHANGE trial: no superiority of lifestyle coaching plus care coordination plus 
A
cc
ep
te
d
 A
rt
ic
le
 
This article is protected by copyright. All rights reserved. 
treatment as usual compared to treatment as usual alone in reducing risk of cardiovascular 
disease in adults with schizophrenia spectrum disorders and abdominal obesity. World 
Psychiatry [Internet]. 2016 Jun [cited 2016 Aug 6];15(2):155–65. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/27265706 
21.  Cooper SJ, Reynolds GP, Barnes T, England E, Haddad PM, Heald A, et al. BAP guidelines 
on the management of weight gain, metabolic disturbances and cardiovascular risk associated 
with psychosis and antipsychotic drug treatment. J Psychopharmacol [Internet]. 2016 May 4 
[cited 2016 May 8]; Available from: http://www.ncbi.nlm.nih.gov/pubmed/27147592 
22.  Jarskog LF, Hamer RM, Catellier DJ, Stewart DD, Lavange L, Ray N, et al. Metformin for 
weight loss and metabolic control in overweight outpatients with schizophrenia and 
schizoaffective disorder. Am J Psychiatry [Internet]. 2013 Sep [cited 2016 Sep 
18];170(9):1032–40. Available from: http://www.ncbi.nlm.nih.gov/pubmed/23846733 
23.  Siskind DJ, Leung J, Russell AW, Wysoczanski D, Kisely S. Metformin for Clozapine 
Associated Obesity: A Systematic Review and Meta-Analysis. PLoS One [Internet]. 2016 
[cited 2016 Aug 7];11(6):e0156208. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/27304831 
24.  Hostalek U, Gwilt M, Hildemann S. Therapeutic Use of Metformin in Prediabetes and 
Diabetes Prevention. Drugs [Internet]. 2015 Jul [cited 2016 Sep 11];75(10):1071–94. 
Available from: http://www.ncbi.nlm.nih.gov/pubmed/26059289 
25.  Maayan L, Vakhrusheva J, Correll CU. Effectiveness of medications used to attenuate 
antipsychotic-related weight gain and metabolic abnormalities: a systematic review and 
meta-analysis. Neuropsychopharmacology [Internet]. 2010 Jun [cited 2016 Jan 
27];35(7):1520–30. Available from: 
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3055458&tool=pmcentrez&rend
ertype=abstract 
26.  American Diabetes Association. 7. Approaches to Glycemic Treatment. Diabetes Care 
[Internet]. 2016 Jan [cited 2016 Sep 21];39 Suppl 1:S52-9. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/26696682 
27.  Mayfield K, Siskind D, Winckel K, Russell AW, Kisely S, Smith G, et al. Glucagon-like 
peptide-1 agonists combating clozapine-associated obesity and diabetes. J Psychopharmacol 
[Internet]. 2016 Mar [cited 2016 Apr 12];30(3):227–36. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/26801056 
28.  Ebdrup BH, Knop FK, Ishøy PL, Rostrup E, Fagerlund B, Lublin H, et al. Glucagon-like 
peptide-1 analogs against antipsychotic-induced weight gain: potential physiological 
benefits. BMC Med. 2012;10:92.  
29.  Holst JJ. The physiology of glucagon-like peptide 1. Physiol Rev [Internet]. 2007 Oct [cited 
2015 Jul 4];87(4):1409–39. Available from: http://www.ncbi.nlm.nih.gov/pubmed/17928588 
30.  Vilsbøll T, Krarup T, Madsbad S, Holst JJ. Both GLP-1 and GIP are insulinotropic at basal 
and postprandial glucose levels and contribute nearly equally to the incretin effect of a meal 
in healthy subjects. Regul Pept [Internet]. 2003 Jul 15 [cited 2016 Feb 3];114(2–3):115–21. 
Available from: http://www.ncbi.nlm.nih.gov/pubmed/12832099 
A
cc
ep
te
d
 A
rt
ic
le
 
This article is protected by copyright. All rights reserved. 
31.  Holst JJ. Incretin hormones and the satiation signal. Int J Obes (Lond) [Internet]. 2013 Sep 
[cited 2016 Feb 3];37(9):1161–8. Available from: 
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3768099&tool=pmcentrez&rend
ertype=abstract 
32.  Davies MJ, Bergenstal R, Bode B, Kushner RF, Lewin A, Skjøth TV, et al. Efficacy of 
Liraglutide for Weight Loss Among Patients With Type 2 Diabetes. JAMA [Internet]. 2015 
Aug 18 [cited 2015 Aug 18];314(7):687. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/26284720 
33.  Astrup A, Rössner S, Van Gaal L, Rissanen A, Niskanen L, Al Hakim M, et al. Effects of 
liraglutide in the treatment of obesity: a randomised, double-blind, placebo-controlled study. 
Lancet (London, England) [Internet]. 2009 Nov 7 [cited 2016 Jan 22];374(9701):1606–16. 
Available from: http://www.ncbi.nlm.nih.gov/pubmed/19853906 
34.  Kim SH, Abbasi F, Lamendola C, Liu A, Ariel D, Schaaf P, et al. Benefits of liraglutide 
treatment in overweight and obese older individuals with prediabetes. Diabetes Care. 
2013/07/10. 2013;36(10):3276–82.  
35.  Ariel D, Kim SH, Abbasi F, Lamendola CA, Liu A, Reaven GM. Effect of liraglutide 
administration and a calorie-restricted diet on lipoprotein profile in overweight/obese persons 
with prediabetes. Nutr Metab Cardiovasc Dis. 2014/10/05. 2014;24(12):1317–22.  
36.  Pi-Sunyer X, Astrup A, Fujioka K, Greenway F, Halpern A, Krempf M, et al. A 
Randomized, Controlled Trial of 3.0 mg of Liraglutide in Weight Management. N Engl J 
Med [Internet]. 2015 Jul 2 [cited 2016 Feb 4];373(1):11–22. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/26132939 
37.  Iepsen EW, Torekov SS, Holst JJ. Liraglutide for Type 2 diabetes and obesity: a 2015 
update. Expert Rev Cardiovasc Ther [Internet]. 2015 [cited 2016 Apr 12];13(7):753–67. 
Available from: http://www.ncbi.nlm.nih.gov/pubmed/26106933 
38.  Astrup A, Carraro R, Finer N, Harper A, Kunesova M, Lean MEJ, et al. Safety, tolerability 
and sustained weight loss over 2 years with the once-daily human GLP-1 analog, liraglutide. 
Int J Obes (Lond) [Internet]. 2012 Jun [cited 2016 Apr 12];36(6):843–54. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/21844879 
39.  Larsen JR, Vedtofte L, Jakobsen MSL, Jespersen HR, Jakobsen MI, Svensson CK, et al. 
Effect of Liraglutide Treatment on Prediabetes and Overweight or Obesity in Clozapine- or 
Olanzapine-Treated Patients With Schizophrenia Spectrum Disorder. JAMA Psychiatry 
[Internet]. 2017 Jul 1 [cited 2017 Aug 18];74(7):719. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/28601891 
40.  Siskind DJ, Russell AW, Gamble C, Winckel K, Mayfield K, Hollingworth S, et al. 
Treatment of clozapine-associated obesity and diabetes with exenatide in adults with 
schizophrenia: A randomized controlled trial (CODEX). Diabetes Obes Metab [Internet]. 
2018 Apr [cited 2018 Jul 2];20(4):1050–5. Available from: 
http://doi.wiley.com/10.1111/dom.13167 
41.  Siskind D, Hahn M, Correll CU, Fink-Jensen A, Russell AW, Bak N, et al. Glucagon-like 
peptide-1 receptor agonists for antipsychotic-associated cardio-metabolic risk factors: A 
A
cc
ep
te
d
 A
rt
ic
le
 
This article is protected by copyright. All rights reserved. 
systematic review and individual participant data meta-analysis. Diabetes Obes Metab 
[Internet]. 2018 Sep 5 [cited 2018 Oct 17]; Available from: 
http://doi.wiley.com/10.1111/dom.13522 
42.  Ishøy PL, Knop FK, Broberg B V, Bak N, Andersen UB, Jørgensen NR, et al. Effect of GLP-
1 receptor agonist treatment on body weight in obese antipsychotic-treated patients with 
schizophrenia: a randomized, placebo-controlled trial. Diabetes Obes Metab [Internet]. 2017 
Feb [cited 2017 Aug 22];19(2):162–71. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/27717222 
43.  Ebdrup BH, Broberg B V., Ishøy PL, Bak N, Andersen UB, Jørgensen NR, et al. Erratum to: 
Effect of GLP-1 receptor agonist treatment on body weight in obese antipsychotic-treated 
patients with schizophrenia: a randomized, placebo-controlled trial. Diabetes, Obes Metab 
[Internet]. 2018 Jan 5 [cited 2018 Jan 22]; Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/29316175 
44.  Larsen JR, Vedtofte L, Holst JJ, Oturai P, Kjær A, Corell CU, et al. Does a GLP-1 receptor 
agonist change glucose tolerance in patients treated with antipsychotic medications? Design 
of a randomised, double-blinded, placebo-controlled clinical trial. BMJ Open [Internet]. 2014 
Mar 25 [cited 2018 Aug 28];4(3):e004227. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/24667381 
45.  World Health Organization. The ICD-10 classification of mental and behavioral disorders: 
clinical descriptions and diagnostic guidelines. World Heal Organ. 1992;Geneva: Wo.  
46.  American Psychiatric Association. Diagnostic and statistical manual of mental disorders. Am 
Psychiatr Assoc. 2000;4th ed.(Washington: American Psychiatric Association).  
47.  Wilkinson G, Hesdon B, Wild D, Cookson R, Farina C, Sharma V, et al. Self-report quality 
of life measure for people with schizophrenia: the SQLS. Br J Psychiatry [Internet]. 2000 Jul 
[cited 2016 Aug 22];177:42–6. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/10945087 
48.  Busner J, Targum SD. The clinical global impressions scale: applying a research tool in 
clinical practice. Psychiatry (Edgmont) [Internet]. 2007 Jul [cited 2016 Aug 22];4(7):28–37. 
Available from: http://www.ncbi.nlm.nih.gov/pubmed/20526405 
49.  Aas IHM. Global Assessment of Functioning (GAF): properties and frontier of current 
knowledge. Ann Gen Psychiatry [Internet]. 2010 [cited 2016 Aug 22];9:20. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/20459646 
50.  Saunders JB, Aasland OG, Babor TF, de la Fuente JR, Grant M. Development of the Alcohol 
Use Disorders Identification Test (AUDIT): WHO Collaborative Project on Early Detection 
of Persons with Harmful Alcohol Consumption--II. Addiction [Internet]. 1993 Jun [cited 
2016 Aug 22];88(6):791–804. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/8329970 
51.  American Diabetes Association. 2. Classification and Diagnosis of Diabetes: Standards of 
Medical Care in Diabetes—2018. Diabetes Care [Internet]. 2018 Jan 8 [cited 2018 Feb 
18];41(Supplement 1):S13–27. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/29222373 
A
cc
ep
te
d
 A
rt
ic
le
 
This article is protected by copyright. All rights reserved. 
52.  Balk EM, Earley A, Raman G, Avendano EA, Pittas AG, Remington PL. Combined Diet and 
Physical Activity Promotion Programs to Prevent Type 2 Diabetes Among Persons at 
Increased Risk: A Systematic Review for the Community Preventive Services Task Force. 
Ann Intern Med [Internet]. 2015 Sep 15 [cited 2017 Dec 7];163(6):437. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/26167912 
53.  Mudaliar U, Zabetian A, Goodman M, Echouffo-Tcheugui JB, Albright AL, Gregg EW, et 
al. Cardiometabolic Risk Factor Changes Observed in Diabetes Prevention Programs in US 
Settings: A Systematic Review and Meta-analysis. Wareham NJ, editor. PLOS Med 
[Internet]. 2016 Jul 26 [cited 2017 Dec 7];13(7):e1002095. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/27459705 
54.  Wadden TA, Hollander P, Klein S, Niswender K, Woo V, Hale PM, et al. Weight 
maintenance and additional weight loss with liraglutide after low-calorie-diet-induced weight 
loss: the SCALE Maintenance randomized study. Int J Obes (Lond) [Internet]. 2013 Nov 
[cited 2016 May 6];37(11):1443–51. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/23812094 
55.  Fink-Jensen A, Correll CU, Vilsbøll T. Liraglutide for the Treatment of Antipsychotic Drug-
Induced Weight Gain-Reply. JAMA psychiatry [Internet]. 2017 Nov 1 [cited 2018 Sep 
1];74(11):1173–4. Available from: 
http://archpsyc.jamanetwork.com/article.aspx?doi=10.1001/jamapsychiatry.2017.2702 
56.  Ericsson Å, Glah D, Lorenzi M, Jansen JP, Fridhammar A. Cost-effectiveness of liraglutide 
versus lixisenatide as add-on therapies to basal insulin in type 2 diabetes. Meyre D, editor. 
PLoS One [Internet]. 2018 Feb 6 [cited 2018 Sep 8];13(2):e0191953. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/29408938 
57.  Barnett AH, Arnoldini S, Hunt B, Subramanian G, Hoxer CS. Switching from sitagliptin to 
liraglutide to manage patients with type 2 diabetes in the UK: A long-term cost-effectiveness 
analysis. Diabetes, Obes Metab [Internet]. 2018 Aug [cited 2018 Sep 8];20(8):1921–7. 
Available from: http://www.ncbi.nlm.nih.gov/pubmed/29652101 
58.  Hunt B, McConnachie CC, Gamble C, Dang-Tan T. Evaluating the short-term cost-
effectiveness of liraglutide versus lixisenatide in patients with type 2 diabetes in the United 
States. J Med Econ [Internet]. 2017 Nov 2 [cited 2018 Sep 8];20(11):1117–20. Available 
from: http://www.ncbi.nlm.nih.gov/pubmed/28651479 
59.  O’Neil PM, Birkenfeld AL, McGowan B, Mosenzon O, Pedersen SD, Wharton S, et al. 
Efficacy and safety of semaglutide compared with liraglutide and placebo for weight loss in 
patients with obesity: a randomised, double-blind, placebo and active controlled, dose-
ranging, phase 2 trial. Lancet [Internet]. 2018 Aug 25 [cited 2018 Sep 8];392(10148):637–49. 
Available from: http://www.ncbi.nlm.nih.gov/pubmed/30122305 
 
